IHCTPYKUIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPCHKOI0 3aC00y

NTAUHEJIA
(DAINELA)

Cknao:

ditoua peyosurna: aieHorecT; | TabaeTKa MICTUTh JIIEHOTECTY 2 MT.

00NnOMIJICHI peyosuHu. JTAKTO3a, MOHOTIIpaT; KpoXMalb KyKypya3sHwuii; noBimoH K-30; marnito
cTeapar pOCIMHHHM.

Jlikapcbka gopma. TabneTku.
Ocnogni izuxo-ximiuni enacmugocmi: Kpyriii TaOJIETKU O1I0TO KOJILOPY.

dapmakoTepaneBTHYHA rpyna. [OpMOHU CTaTeBHX 3aJ03 Ta MpEMapaTH, sKi 3aCTOCOBYIOTh IPU
natoJiorii ctateBux oprasis. [Iporectorenn. Kon ATX GO3D BOS.

Dapmakono2iuni eracmueocmi.

Dapmakoounamika.

JlieHorecT — MOXiJHE HOPTECTOCTEPOHY O€3 aHJPOreHHOi Ta 3 IE€BHOI AHTHAHIPOTEHHOIO
AKTUBHICTIO, 1[0 CTAHOBUTH MPHOJIM3HO OJTHY TPETUHY aKTHBHOCTI IIUIIPOTEPOHY arerary. /lienorect
3B’A3Y€ThCA 3 pElenTOpaMH MPOrecTepoHy y wmarui Timeku 3 10 % BiZHOCHOIO adiHHICTIO.
He3Baxaroun Ha HH3BbKY a(iHHICTH 10 PELENTOPIB HPOTECTEPOHY, MIEHOTECT Ma€ CHUIBHHUN
IpOreCTOreHHUit  edekr in Vvivo. JlieHorect He MpOSIBIsi€  3HAYHOI  aHJPOTCHHOI,
MIHEPaJOKOPTHKOIIHOT 00 MIFOKOKOPTUKOIIHOI aKTHBHOCTI N VIVO.

JlieHorecT BIJIMBA€ HA €HJIOMETPI03, 3MEHILYIOUM €HJIOT€HHE MPOAYKYBaHHs €CTPaaiony i, TAKUM
YHHOM, TPUTHIYYIOUM TPO(IUHUI BIUIMB €CTPaiofly Ha €yTONIYHUN Ta €KTOIMYHHHA €HIOMETpIiM.
[Tpu Oe3nepepBHOMY 3aCTOCYBaHHI [IEHOI€CT IPHU3BOAUTH J0 CTBOPEHHS TiNOECTPOTrE€HHOrO,
rineprecTareHHOro €HJOKPUHHOTO CEPeJOBHINA, IO CIPUYMHSAE IOYATKOBY JEIUAyalli3allito
TKaHUHH €HJOMETPIis 3 MOAAIBIIO aTPO(Di€r0 €HIOMETPIOIAHUX BOIHUIIL.

JlaHi 110710 epeKTUBHOCTI

[TepeBara mgieHorecty NHOpiBHSAHO 3 IUIanebo Oysa MPOJAEMOHCTPOBaHA y XOJI TPUMICSYHOTO
JOCTIPKEHHS 3 ydyacTio 198 mamieHToK 3 eHJ0MeTpio3oM. binb y nIiisHI Ta3zy, MOB’S3aHUN 3
€H/IOMETPi030M, BUMIPIOBAJIM 3a JOMOMOIOI0 Bi3yanbHOI aHaioroBoi mkamud (0—100 mm). Yepes
3 Micsii Teparii gJieHorecToM OyJia BU3HAY€HA CTATUCTUYHO 3HAYYyIIa PI3HUILS MOPIBHIHO 3 TI1aie60
(A =12,3 mm; 95 % JI: 6,4-18,1; p<0,0001) Ta KTiHIYHO 3HAYYIIE 3MEHIIIEHHs 0OJIFO TOPIBHSIHO 3
MIOYaTKOBUM PIBHEM (CEpeIHE 3MEHIIIEHHS CTaHOBUIIO 27,4 MM + 22.9).

Yepe3 3 wmicsui JiKyBaHHS 3MEHIIEHHS OO0 y AUISHII Majoro Tasy, 110 OyB IOB’s3aHHUU 3
engomerpiosom, Ha 50 % abo Ounbiie Oyno gocsrHyto y 37,3 % mMami€eHTOK, SKI OTPUMYBAIH
nieHorect (tutane6o: 19,8 %), 6e3 BiAMOBIAHOTO 301IBIICHHS JO3HM CYYTHBOTO 3HEOOIIOBAIIBLHOTO
3aco0y; 3MEHIIeHHs OO0 y JUISHII MaJIoTo Ta3y, MOB’S3aHOT0 3 €HI0MeTpio3oM, Ha 75 % abo
OinbIie (Tako 0€3 BiAMOBITHOTO 301IbIIEHHS JO3H CYITyTHHOT'O 3HEOOIIOBAIILHOTO) OYII0 TOCATHYTO
y 18,6 % marrieHToK, siKi OTpUMYBaJIH Jli€eHOrecT (Tamne6o: 7,3 %).

Binkpure mpomoBXKEeHHS IBOTO IU1ale00-KOHTPOIbOBAHOIO JOCHIKEHHS TMOKa3alo Oe3nepepBHE
3MEHIIICHHS TIOB’SI3aHOTO 3 €HIOMETPI030M OO0JTIO B AUISHII Ta3y MPH JIIKyBaHHI TPUBATICTIO 70

15 micsuis.

PesynapTatn = minanebo-KOHTPOJIILOBAHUX  JOCHIIKEHb  HIATBEPDKYBAIMCS  pe3yJbTaTaMu,
OTPUMAHUMHU Yy XOJi IIECTUMICAYHOIO AKTUBHO-KOHTPOJBOBAHOTO JIOCII/XKEHHS TOPIBHSIHO 3
aroHiCTOM FOHAJOTPOIIH-PUIII3UHT TOPMOHY 3 Y4acTio 252 MAIliEHTOK 3 €HJOMETPI030M.

Tpu nochimkeHHS 3 ydacTio 252 MAaIli€eHTOK, SIKI OTPUMYBAJIM JI€EHOTeCT MO 2 MI Ha 100y,
MIPOJIEMOHCTPYBAJIH ICTOTHE 3HM)KEHHSI €HIOMETPIOiTHUX ypaXKeHb uepe3 6 MICALIIB JIIKyBaHHS.




VY Xozi HEBEIMKOIO JOCTIKeHHS (n=8 Ha rpymy J03yBaHH:) 3aCTOCYBaHHS JII€EHOTECTYy Yy 1031 1 MT
Ha 100y BUSBIICHO BiJICYTHICTh OBYJIAIIT yepe3 1 micsib Teparii. JlieHorecT He TOCTIKYBaIHU 1010
KOHTPAIIEITUBHOI €()EKTUBHOCTI y O1IBIIUX AOCHTIHKEHHSX.

Jani mono 6e3nexku

PiBeHb €HIOT€HHOTO €CTPOTeHY TIIBKH MOMIPHO IPUTHIYYETHCS IMiJT Yac JIIKyBaHHS JIEHOTECTOM.
Ha nanuit yac pe3ynbTaTH TOBrOCTPOKOBHX JOCIIKEHb MiHepanbHOI miabHOCTI KicTok (MIK) 1
PU3UKY MEPENIOMIB y MAIIEHTOK, SIKi 3aCTOCOBYIOTH JieHorecT, HenoctynHi. MK omintoBamm y 21
JIOpOCIOi TAIIEHTKH 0 Ta Michsd 6 MICAIIB JIIKyBaHHS JIEHOTECTOM. 3HUXKEHHS CEPEIHBOTO
nokasHuka MIIK BusiBneno e Oyno. YV 29 maiie€HTOK, SKi OTPUMYBAIW JICHIIPOpENiHYy areTar,
CepeHe 3HIDKEHHS 4,04%=+4,84 Oyno BiJI3HAYEHO 3a TOM xKe nepiof
(A mix rpynamu ctanoBuito 4,29 %, 95 % JI: 1,93-6,66, p <0,0003).

He cmocrepiraiocst 3Ha4HOTO BIUTMBY Ha CTaHAApTHI JaOOpaTOpHI MOKAa3HUKH, y TOMY YHCII Ha
pe3ybTaTH aHaji3y KpoBi, 010XIMIYHOTO aHaJi3y KpOBi, piBE€Hb IEUYIHKOBHX (PEPMEHTIB, PiBEHb
ninigiB i HbA1C, mix gac mikyBaHHs gieHOTeCTOM yripoaoBk 15 micsmis (N = 168).

Jani moso 6e3nexu s MiATiTKIB

besneky nmienorecty BimHocHo MIIK Oyno mocnimkeHo y X041 HEKOHTPOIBOBAHOTO JOCIIIKEHHS
npotsrom 12 micsiiB 3 ydactio 111 mamieHTok miamiTkoBoro Biky (Bix 12 g0 <18 pokiB) 3 KIiHIYHO
1103prOBaHUM a00 i ITBepIKEeHNM eHioMeTpiozom. Cepenns BinnocHa 3mina MUK monepexoBoro
Bijainy xpeorta (L2—-L4) Bix moyaTtkoBUX MOKa3HUKIB y 103 marieHTOK 10 3aBEpIICHHS JIIKyBaHHS
cranoBmia -1,2 %. [ToBTOpHE BUMipIOBaHHS Yepe3 6 MiCAILIIB Iicis 3aKiHYSHHs JTIKyBaHHS y CyOrpytii
31 3HmkeHuMH 3HaueHHsIMu MIIK nokazano migsumenns MILK o -0,6 %.

JaHi TOKIIHIYHHUX JOCTI/HKCHD 3 0€3IeKn

JaHi TOKTIHIYHUX JOCTiIKE€Hb HE BKAa3ylOTh Ha ICHYBaHHS OCOOJIMBOTO PU3MKY AJIS JIIOJMHU Ha
MiIcTaBl CTaHAAPTHUX JOCIHIHPKEHb TOKCHYHOCTI MPH Oaratopa3oBOMy MPHIOMi, TEeHOTOKCUYHOCTI,
KaHIIEPOTeHHO1 J1ii Ta TOKCUYHOTO BIUTMBY Ha peNpoayKTHBHY QyHKIit0. [IpoTe ciix Opatu 1o yBaru,
II0 CTATEeBl CTEPOIAN MOXKYTh CIPHUSITH POCTY IEBHUX TOPMOHO3JIC)KHUX TKAaHUH Ta ITyXJIUH.

Jani 3 6e31eKu npu JOBrOTPUBAIOMY 3aCTOCYBaHHI

Byno mpoBeneHo oOcepBaliiifHe MicASPEeCTpaliifHe TOCTiHKCHHS 3 aKTUBHUM CIIOCTEPEKCHHSIM 3
METOI0 BU3HAYEHHS YaCTOTH TMEPBUHHOTO BUHUKHEHHS a00 3arocTpeHHs KIIHIYHO 3HAuylIol
JieTipecii Ta mosiBM aHeMii. Y JOCHIJKeHHI B3sUIK y4yacTh 3arajioM 27840 xiHOK, sIKUM OyJio Briepiie
NPU3HAYEHO TOPMOHAJIBHY TEpaIito JUIs JIIKyBaHHSA €HJJOMETPIo3y, 1 3a iXHIM CTAaHOM CIOCTEepiraau
poTAroM mepioay 1o 7 pokiB. 3023 >xiHkaMm OyJ10 MpU3HAUEHO JIEHOTeCT y A03yBaHHI 2 Mr, 3371
namieHTi Oysn0 MpHU3HAYEHO IHII JIIKApChKI 3aco0M, CXBaJeHl AJS JIKYBAaHHS EHAOMETPio3y.
3aranbHe CKOPUTOBAHE CIIBBIJHOILIEHHS PU3HKIB BUHUKHEHHSI HOBUX BHUIAIKIB aHEMIi y MAIIEHTOK,
K1 IpUAMaIu JIEHOTECT, TOPIBHIHO 3 NalliEHTKAMH, sIK1 TPUHMaIH 1HII JIKapCchKi 3aCO0M, CXBaJIEH1
JUISL TIKyBaHHS eHjpomeTpiosy, cranoBmwio 1,1 (I 95 %: 0,4-2,6). CkopuroBaHe CIiBBITHOIICHHS
PU3UKIB BAHUKHEHHS JieTIpecii y Nali€HTOK, sKi IpUiMali 1I€EHOTeCT, HOPIBHIHO 3 MallieHTKaMU, SIKi
IpUMany 1HI1 JTIKapChKi 3aCO0M, CXBaJIEH1 JJis JIIKYBaHHSI eHJoMeTpio3y, cranoBuio 1,8 (I 95 %:
0,3-9,4). He MoxHa BUKIIFOUMTH HE3HAYHE IMiIBUIEHHS PU3UKY BUHUKHEHHS Jenpecii y Malli€eHToK,
AK1 MPUIMalOTh JIEHOTECT, MOPIBHSAHO 3 MalllEHTKAaMH, K1 NPUWMalOTh 1HINI JIIKAPChKI 3aco0H,
CXBaJIeH1 AJIs JTIKyBaHHS €HJIOMETPi03y.

Dapmaxokinemuxa.

BcemokryBanns. Ilicas mepopaipHOro MpUHOMY AI€EHOTECT IIBHAKO 1 MOBHICTIO BCMOKTYETBHCS.
MakcuManbHa KOHLIEHTpALllsl y CHPOBATLI KPOB1 JOCATAETHCS YHPOAOBXK 1,5 TOAMHM mMicis
OJIHOPA30BOTO TMEPOPATLHOTO NpUHOMY 1 CTaHOBUTH 47 HI/MI. bBiOJOCTYMHICTH Ti€HOTECTY
CTaHOBUTH TpuOIN3HO 91 %. dapMakoKiHETHKA JIEHOTECTY 3aJICKUTh B J03U B Jlalla3oHi /103
1-8 wr.

Posnoain. JlieHorecT 3B’A3y€ThCs 13 CHPOBAaTKOBUM albOyMIHOM Ta HE 3B’A3Y€ThCS 13 IIIO0YIIHOM,
mo 3B8’s13ye craresi crepoinu (I'3CC), abo rimobyminom, 1o 3B’ a3ye kopTukoigu (I'3K). Jlume 10 %
BiJl 3arajbHOi KOHIIEHTpAllli JI€HOTeCTy y CHpOBATIl KPOBI 3HAXOJATHCS y BUIUIAMl BUIBHOTO
crepoiny, a 90 % — HecrienudivHO 3B’ s13aH1 3 aTbOyMiHOM. O4eBUIHUN 00’ €M PO3MOAUTY IIEHOTECTY
cTtaHoBUTH 40 1.

Mertaboui3M. JlieHOTeCcT MOBHICTIO METa00I3y€eThCS BIIOMUMU LUISIXaMU METa0O0JI13My CTEPOi/iB 3
YTBOPEHHSM MEPEBAKHO CHIOKPUHOJIOTIYHO HEAKTUBHUX MeTabosiTiB. Ha mijcTaBi qociimkeHs in
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vitro ta in vivo CYP3A4 — ronoBHMii pepMeHT, 3aiydeHuil y MeTabo:i3m aieHorecty. Lli metadomiTu
JTy>K€ IMBUJIKO BUBOJATHCS 3 TUIA3MHU y TaKUH CIIOCIO, 110 TOMIHYIOYMM METa0O0IiTOM Y TIa3Mi KpPOBi
€ IIEHOTECT Y HE3MIHEHOMY BUTJISAII.

[IBUAKICTH KIIPEHCY 3 CHPOBATKHA KPOB1 CTAHOBUTH 64 MII/XB.

BuBenenns. PiBeHp jnieHorecTy B CHpOBaTLli KPOBI 3HMXKYETbCS JBo(a3sHO 3 mepiogom
HAIiBBUBEICHHS, 110 cTaHOBUTH 9—10 roauH. [lieHorecT BUBOAUTHCS Y POpPMi META0OIIITIB 13 CEUYCIO
Ta KaJIOM Y CITIBBITHOIICHH] mpuOiau3Ho 3:1 micis nepopaibHoro npuiiomy y a03i 0,1 mr/kr. ITepiog
HAIIBBUBE/ICHHS META0OMITIB 3 Ce4er0 CTaHOBUTH npubim3Ho 14 romuu. [licns mepopalibHOTO
npuiiomy 86 % BBeIEHOI A03M BHUBOJUTHLCSA 3 OpPraHi3My y Meax 6 JHiB, OijbIlla YyacTHHA IIi€i
KUJIBKOCTI BUBOJIUTHCA y TepIii 24 TOAMHU, TOIOBHUM YHHOM 13 CEYelO.

Cran piBHoBaru. ®apmakokineTuka gieHorecty He 3anexuTh Bin piBHsA ['3CC. Ilpu moaeHHOMY
NpUHOMi KOHLIEHTpAIlisi PEYOBUHH y CUPOBATII KPOBi 3pocTae B 1,24 pasa, 1ocsararouu piBHOBaKHOTO
cTaHny depe3 4 maHi 3actocyBaHHs. DapMakOKiHETHKa [I€HOTECTy TMIicias WOTO TOBTOPHOTO
3aCTOCYBaHHS MOXKe Oy/iv miepeadoaueHa Ha MiJCTaBi JaHUX 1010 GapMaKOKIHETHKY OJHIET T03H.
dapMaKOKIHETHKAa B OCOOJMBHUX TpYIax MAIli€HTIB. Y MAIIEHTIB 3 MOPYIMICHHSIM (QYHKII HUPOK
(apMaKOKiHETUKY Ji€HOTeCTy HE BHMBUYAIM. Y TAIEHTIB 13 MOpymeHHsAM (yHKUii HediHKu
(hapMaKOKIHETUKY JIEHOTECTY HE BUBYAIIU.

KuiniuHi xapakTepucTukm.
Ilokazannua.
JlikyBaHHS €HIOMETPi03y.

IHpomunoxazanns.

Jlikapcekuii 3aci®6 JlaliHema He Cil 3acTOCOBYBaTH y pa3i HAsSBHOCTI Oyab-sSKOTO 13
HIDKYE3a3HAYCHUX CTaHiB ab0 3axBoproBaHb. LIg iHQopmallis 4acTKOBO OTpMMaHa Ha ITiJICTaBi
3aCTOCYBAHHS 1HIIUX MPENapariB, MO MICTATh TIILKU MPOTeCTOreH. KO OY/Ib-SKHii 13 IUX CTaHIB
ab0 3axBOpIOBaHb BHHMKA€E BIIEPIIE MiJ] Yac 3aCTOCYBaHHS JAI€HOTECTYy, MPHUIOM Mpenapary CIif
HEramHoO NPUIINHATH.

e Benosna tpomboemO0ITisi B aKTHBHIiH Gopmi.

e AprepianbHi a00 KapaiOBacKyJIsIpHI 3aXBOPIOBaHHSA HUHI a00 B aHaMHe3i (Hampukiiaz iHQapKT
MioKapa, 1iepeOpoBacKyJIIpHa MoJis, ilemMiuHa XBopoOa cepiis).

e IlykpoBwuil niabet 3 ypakeHHSIM CyIUH.

e TspKKI 3aXBOPIOBAaHHs MEUYiHKM HUHI a00 iX HAsBHICTh B aHaMHeE31, MOKU MOKA3HUKU (PyHKIIT
NEYiHKHA HE MOBEPHYTHCS 10 HOPMHU.

e [lyxnuHu nediHku HUHI a00 B aHaMHE31 (T0OpOsKICHI 200 3TTOSKICHI).

e Bigomi abo mio3proBaHi 3M0SKICHI MyXJIUHH, 3aJIeXKHI Bl CTATEBUX TOPMOHIB.

e BarinanpHa KpoBOTeYa He3 ICOBAHOT €TI0JIOTII.

e [lizBuIleHa YyTAUBICTh A0 A1I0Y0i peuOBHUHH a00 10 Oy/1b-KOr0 3 KOMIIOHEHTIB Ipenapary.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6u0u 63aEmo0iil.

[TpumiTka: nA7s BUSBICHHS MOXIMBUX B3a€EMOJIN CIiJ O3HAWOMHUTHCS 3 IHCTPYKISIMHU JUIS
MEIMYHOT'0 3aCTOCYBAaHHSI JIIKAPChKHUX 3aC00i1B, 110 3aCTOCOBYIOTHCS CYIYTHBO.

Bnnue inwux npenapamie na dienocecm

[TporecTorenu, BKIIOYAOUU JIEHOTECT, META00III3YIOTHCS TOJIOBHUM YHHOM CHCTEMOIO ITUTOXPOMY
P450 3A4 (CYP3A4), mo po3TamioBaHa y CIU30Bii OOOJIOHINI KHIIEYHHKY Ta B Te4iHI. Tomy
iHaykTopu a6o inriditopu CYP3A4 MoxyTh BIUIMBATH Ha META0O0Ii3M MPOreCTOreny. 301IbIIeHHS
KJIIIPEHCY CTaT€BUX T'OPMOHIB 4epe3 1HAYKIII0 (EPMEHTIB MOKE 3MEHILIUTH T€PareBTUUHUN ePeKT
JIEHOTECTY 1 MPHU3BECTU /10 HeOakaHMX e(EeKTiB, HAMPHUKIAA J0 3MiH XapaKTepy MEHCTpYalbHOI
KpOBOTEYI.

3MEHIIeHHSI KJIPEHCY CTaTeBUX TOPMOHIB dYepe3 NpUTHIYEHHS (EepMEHTYy MOXKe 3MEHIIUTH
TepaneBTUYHUMN ePEeKT A1€EHOTECTY 1 MPU3BECTH /10 PO3BUTKY MOOIYHHUX PEAKIIii.

- Jlo peuoBuH, 10 MIJBUUIYIOTH KIIPEHC CTATEBUX TOPMOHIB (3HM)KEHHS €(EeKTHBHOCTI
HUIIXOM 1HAYKYBaHHSI (DEpMEHTIB), HaNpHKJajA, BITHOCATbCA: (peHiToiH, 6apOiTypaTH, MPUMIIOH,



kKapOamazemid, pudammiluH, a TaKoX, MOXIUBO, OKCKapbasemiH, Tomipamar, ¢enpbamar,
rpu3eodyiIbBiH Ta JIIKapChKi 3aC00M, 1110 MicTATh 3Bipo6iit (Hypericum perforatum).

[HnyK1is GepMEeHTIB MOKE CIIOCTEPIraTUCs Micis JEKUIBKOX THIB Teparmii. MakcuManbHa 1HIYKITis
(dhepMEeHTIB 3arajioM BUSBIISIETHCS Yepe3 JEKUIbKI THXHIB.

[Haykiis pepMeHTiB MOXKe TpUBATH A0 4 THIKHIB MiCIs IPUITMHEHHS Tepatii.

Brume  imgyktopa CYP3A4 pudamninpHy  AOCHIKYBAIM Y  3J0POBHX  JKIHOK Y
MOCTKJIIMAaKTepUIHOMY Tiepioii. OHOYaCHE 3aCTOCYBaHHS pU(aMITIIIHY 3 TaOJIETOBaHOIO (HOPMOIO
eCTpaJioNly BajepaTy/Ai€HOrecTy MPU3BENO O 3HAYHOTO 3HIKEHHS PIBHOBAYKHOI KOHILIEHTpALii Ta
CUCTEMHOI'0 BILUTUBY JI€EHOTECTY Ta ecTtpadiony. CHCTeMHUI BIUIMB JI€HOTECTY Ta €CTPAdiony y
piBHOBaxxHOMY ctaHi, BuMipsiHuii 32 AUC (0—24 rogunnm), 3MenmmBces Ha 83 % Ta 44 % BinmoBinHO.
— Pe4yoBuHM 3 pi3HUM BIUTUBOM Ha KJIIPEHC CTaTEBUX TOPMOHIB.

OpHouacHe 3aCTOCYBaHHS 31 CTATEBUMH TOPMOHAMH BEJIMKOI KiTbKOCTI KoMOiHatli inridiTopis BIJI-
MPOTEa3u Ta HEHYKJICO3UIHUX 1HTI01TOPIB 3BOPOTHOI TPAHCKPUIITA3H Y TIOETHAHHI 3 KOMOTHAIISIMH
iHri6iTOpiB Bipycy renatuty C Moxe 30U1bIHUTH a00 3MEHIIUTH PiBEHb MPOreCTHHY Y TJIa3Mi KPOBI.
CykynHuil BIUIMB LUX 3MiH MOXe OyTH KJTIHIYHO 3HAUYIIUM Yy JIESKUX BUMAAKaX.

- PeuoBuHU, 1110 3HIKYIOTH KJIIPEHC CTaTeBUX TOPMOHIB (1HT10iTOpH (PEPMEHTIB).

Hienorect € cyoctpatom nuroxpomy P450 (CYP) 3A4.

KniniyHa 3Ha4yIIiCTh MOTEHIIIMHUX B3a€MO/I1H 3 1HT10ITOpamMu (hepMEHTIB 3aJIUIIAETHCSA HEB1IOMOIO.
OpHouacHe 3actocyBaHHS cwibHHUX iHTIOITOpiB CYP3A4 wMoxe 30iIbpIIyBaTd IUIa3MOBI
KOHIEHTpAIlli JIEHOTeCTy.

OpHouacHe 3aCTOCyBaHHS i3 CHIIBHUM iHTi06iTOpoM epmerty CYP3 A4 keToKOHA30JI0M TPU3BOINIIO
no miaBuiueHHs y 2,9 paza AUC (0-24 roaunHu) Ii€HOTECTY Y piBHOBa)xHOMY cTaHi. OgHOYacHe
3aCTOCYBaHHS 3 MOMIPHUM iHTiOITOPOM E€PUTPOMIIIMHOM IMPHU3BOIWIO A0 MiABUIICHHS y 1,6 paza
AUC (024 roauHu) Ai€HOTeCTY Y PiIBHOBaXHOMY CTaHi.

Bnaue dienocecmy na inwi a1ikapcoki 3acoou

3a pesyiapTaTaMH JOCII/DKCHb IHTiIOyBaHHS IN Vitro, KIiHIYHO 3HAYyIa B3a€EMOJIs JI€HOTECTY 3
IHIIMMY TIperiapaTaMu, MeTaboIi3M SKUX OIMOCEPEAKOBYEThCsS PepMeHTamMu IuToxpomy P450, €
MaJOMMOBIPHOIO.

Bzaemooia 3 xapuosumu npooykmamu

[TpuiioM ki 3 BUCOKMM BMICTOM >KHpPIB HE BIUIMBAB Ha 010I0CTYIHICTh A1€HOTECTY.

Jlabopamopni mecmu

[TpuiioM nmporecToreHiB MOKe BIUTMHYTH Ha pe3yJIbTaTH JesKUX J1a00paTOpHUX aHali31B, 30KpeMa Ha
010XIMIYHI TapaMeTpH MEUIHKH, IUTOBUAHOI 3aJ1031, (PYHKIIII HUPOK Ta HAJHUPKOBUX 3aJ103, PIBHI
611kiB (HOCIiB) y 1uasMi Kposi (Hampuknan I'3K ta ¢pakuii mimiais/mainonporeinis), napameTpu
MeTaboI113My BYTJIEBOIB Ta MOKA3HUKH KoaryJsuii Ta Gi0puHOi3y. 3MIHM 3a3BUYall 3aIMIIAI0THCS
y Mekax 1abopaTopHOi HOPMHU.

Ocoonueocmi 3acmocyganns.

3acmepesicenns.

Ockinbku JlaliHena — mpemnapar, IO MICTHTh TIJIBKH TPOTECTOreH, BBAXKAETHCS, IO OCOOJIUBI
3aCTEpeXEHHsI Ta 3aX0oAu Oe3NeKd II0JI0 3aCTOCYBaHHS NMPOre€CTUHOBMICHUX IpernapaTiB TaKoX
CTOCYIOThCSL JIIEHOTECTY, XO4a HE BCl 3aCTEpEKEHHS Ta 3aloODKHI 3aXOJU IPYHTYIOThCS Ha
BIJIMIOBITHUX pe3yJIbTaTax KJIIHIYHUX JIOCIIIKEHb caMe L[bOTo Mpernapary.

[Tpu noripuieHHi abo nepuoMy BHHMKHEHHI1 OyAb-sIKOTO 13 3a3HaUYEHUX HUXK4YE CTaHIB/(pakTopiB
PHU3UKY B 1HIUBIyalbHOMY MOPAIKY Ma€e OyTH MPOBEACHUI aHai3 CITIBBITHOLICHHS PU3UK/KOPHCTh
nepe1 moyaTkoM abo MPOIOBKEHHIM 3aCTOCYBaHHS JIEHOTECTY.

TspKKI MAaTKOBI KpOBOTEYi

MartkoBa KpoBOT€Ya, HAMPUKIA/, Y KIHOK 3 aJICHOMIO30M MaTKud ab0 JIEHOMIOMOIO MaTKH, MOXKE
301IBIIYBATUCS TIPU 3aCTOCYBaHHI Ji€HOrecTy. SIKIIO0 KpoBOTEYa BHpa)keHa 1 HE MPUIIMHSAETHCS
IPOTSITOM TPUBAJIOTO Yacy, BOHA MOKE IMTPU3BECTH JI0 aHEeMii (y AKX BHITAJKaX TSHKKOT). Y TakoMy
pasi MoTpiOHO PO3TJISHYTH MUTAHHS MIPO MPUIMHEHHS NPUIOMY Ipenapary.

3MiHa XapaKkTepy KpoBOTeul

JIikyBaHHSI TIEHOT€CTOM BILJIMBA€ HA XapaKTep MEHCTPYaJbHOI KPOBOTEUI Y OUIBIIOCTI JKIHOK (JMB.
po3ain «I1o614H1 peakiin).




L{upKyIATOPHI TOPYIIEHHS

Ha miacTaBi pe3ysbTaTiB €miIeMioIOTIYHUX TOCTIKeHb BUSBICHO HEBEITUKY KUTBKICTh TAHUX 1100
ICHYBaHHsSI 3B’SI3Ky MIDK 3aCTOCYBaHHSM TMperapariB, IO MICTSITh TUIBKH IPOTECTOTEH, 1
MIJBUIICHHSIM PHU3HMKY PO3BUTKY iH(apKTy Miokapaa abo mepeOpabHOi TpomOoemOodii. Puszmk
KapIiOBacKySIpHUX 1 ULepeOpalbHUX SBHIL IIBHIIEC I[OB’S3aHUNA 3 BIKOM, apTepialbHOIO
rinepreH3i€l0 1 mamiHHAM. Y JKIHOK 3 TINEPTEH3IEI0 PU3MK PO3BHUTKY IHCYJIBTY MOXE JIEIO0
301IBIIYBATHCS TP 3aCTOCYBAHHI MIPEMapariB, 0 MICTATh TIJIBKU MPOTECTOTEH.

Jesiki JoCHiKeHHs CBigYaTh PO ICHYBaHHA IE€BHOTO, MPOTE€ HE CTATUCTUYHO 3HAUYIIOrO
30UTBIIICHHS] PU3UKY PO3BHTKY BEHO3HOT TpomMOoemOoutii (TpoMO03 TITHOOKHUX BEH, TPOMOOEMOOITis
JiereHeBoi aprepii), MOB’A3aHOr0 3 BUKOPUCTAHHSAM IpernapaTiB, IO MICTATh TIJIbKUA MPOTECTOTEH.
3aranbHOBHU3HAHI (aKTOpH, IO MiABUIIYIOTh PU3UK BUHUKHEHHS BeHO3HOI TpoMmboemboumii (BTE)
BKJIFOYAIOTh: OCOOMCTHI abo ciMeiHui anamHe3 (Hanpukiaaa Bunaaku BTE y OpatiB un cectep abo
0aThKiB y BITHOCHO MOJIOZOMY Billi); BiK; O)KUPIHHS, TpUBaJa iMMOO1II3aMis, paAuKalbHi Xipypriufi
BTpy4aHHs a00 TpaBMH. Y BHINAJAKy TPHUBAJIOI 1MMOOUTI3AIi PEKOMEHAYEThCS TPUITHHUATH
3aCTOCYBAHHS JIIEHOTECTY (IIPH TUTAHOBUX OIEpallisX MoHaMeHIIe 3a 4 THXKHI A0 ii MpOoBEICHHS) 1
HE TOYMHATH 3HOBY MOT0 MMPUHOM paHillIe HIXK Yepe3 2 THXKHI IICiIs TOBHOI peadimiTartii.
HeoOximHo Opatu m0 yBaru MiIBUIICHHS PU3UKY PO3BUTKY TPOMOOEMOOIii y MiCIAIONIOTrOBHA
nepio.

VY pa3i BUHHUKHEHHS CHMIITOMIB BEHO3HHMX Ta apTepialibHUX TPOMOOTHYHHX 3aXBOPIOBaHb a0o0
Mi7I03pY HA HUX JIIKYBaHHS CJ1J1 IPUIHUHUTH.

[yxauHu

Merta-ananiz 54 emizeMioNIOTiYHUX AOCITIKEHb BKAa3ye€ HAa HE3HAUHE IMiJBUIICHHS BIJHOCHOTO
pusuky (BP = 1,24) po3BUTKy paky MOJIOYHOI 3aJI03H Yy KIHOK, SKi 3aCTOCOBYIOTH OpajbHi
koHTpauentuBu (OK), ro1oBHUM YHMHOM Ti, IO MICTSTH ecTporeH-nporectored. el migBuiieHuit
PHU3HUK MTOCTYTOBO 3HUKAE MPOTATOM 10 pOKiB Miciis 3aKiHUEHHS MPUIOMY KOMOIHOBAaHMX OpPAIbHUX
koHTpatentusiB (KOK). Ockinbku pak MOOUHOT 327103 Y 3KiHOK BikoM /10 40 pOKiB BUHUKAE PiIKO,
30UTBIIICHHS KUIBKOCTI BUTIQ/IKIB JIArHOCTUKH PaKy MOJIOYHOI 337103 Y JKIHOK, SIKi BAKOPHUCTOBYIOTh
abo HemonaBHO BukopuctoByBanu KOK, € He3HAUHHMM LI0[10 3arajibHOTO PU3HKY PaKy MOJIOYHOT
3an03u. ICHye OJHAKOBHMH PH3MK BUSBJICHHS PaKy MOJIOYHOI 3aJI03M Y JKIHOK, SIKI MpHAMan
mpemnapar, 10 MicTATh Tulbku mporectore, abo KOK. Oxnak indopmariis 1mo10 npemnaparis, gKi
MICTSTh TUIBKH MPOTECTOreH, 0a3yeThCs Ha JAHUX, OTPUMAHUX BiJ Habararo MEHIIO! KUIBKOCTI
KIHOK, SIK1 IX 3aCTOCOBYIOTb, 1 TOMY BOHA € MEHIII NEPEKOHINBOI0, Hixk AaHi 010 KOK. Pezynpratn
WX JOCIIKEHb HE HAJAI0Th JI0Ka31B ICHYBaHHS IPUYMHHOTO B3a€MO3B’s13Ky. [[IABUIIICHHS PU3UKY
MoXe OyTH 3yMOBJIEHE K OLIbII PaHHBOK JIarHOCTHUKOIO paKy MOJIOUHOI 3aJl03M Y JKIHOK, SIKi
BUKOpUCTOBYIOTh OK, Tak 1 01070TIYHOIO JI€I0 UX TpernapariB ado MoeaHaHHsIM 000X (HaKTOpIB.
BinzHaueHo TeH IeHIi10, 1110 paK MOJIOYHOT 3aJ1031, BUSBICHUH Y JKIHOK, K1 KOJIM-HEOY b TpUIMau
OK, KJ1IHIYHO MEHIIl BUPAKEHUH, HI)K Y TUX, XTO HIKOJIM HE 3aCTOCOBYBAB OpaJibHI KOHTPAIICNITUBHY.
VY NOOJMHOKMX BUMAJKaX y JKIHOK, sIKi 3aCTOCOBYBAJIM TOPMOHAJIbHI PEYOBUHU, MOI0HI JI0 Ti€T, 110
MICTUTBCS Y JIKapchkoMy 3aco0i JlaitHena, criocTepiraaucs JoOpOsIKICHI, a IIe pijiiie — 3JI0sKICHI
NyXJIMHU TEYiHKH, $AKI B OKPEeMHX BHUIAJKAaX HPU3BOAWIM J0 HEOE3MEeyHOi Ul OKUTTS
BHYTPIIIHBOYEPEBHOI KpOBOTEUl. Y pa3i BUHUKHEHHS CKapr Ha CWJIbHUN OUIb B emiracTpajbHid
JUISHLI, 30UIbIIEHHS TMe4YiHKM a0o TMOsIBM O3HAaK BHYTPIIIHBOYEPEBHOI KpPOBOTEUl IMpHU
JudepeHIiiHIi 11arHOCTULI CIIiJ] BpaXOBYBaTH MOJIMBICTh HAsSBHOCTI MYXJIMHU MEUYIHKH Y JKIHOK,
K1 IPUUMAIOTh J1I€EHOTECT.

Ocreonopos

3MiHM MiHEpAIbHOI MIUTBHOCTI KicTKOBOi TkaHuHu (MILIKT).

3acrocyBaHHs JieHorecTy miuriTkam (12—18 pokiB) mpoTsAroM mnepiofay JiKyBaHHA 12 MicsiiB
acoIiIoBaocs 31 3HIKEHHAM cepeanboro 3HaueHHss MILKT y nonepekoBomy Biaaini xpedra
(L2-L4) na 1,2 %. ITicas npunurenss gikyBanas MILKT migBuiyBansacs 3HOBY y IIUX MAI[I€HTIB.
Cepenns BigHocHa 3MiHa MIIIKT BiJ mO4aTKOBUX MOKA3HUKIB /10 3aBEPILICHHS JIIKYBaHHS CTAHOBHJIA
1,2 % 3 miamazoHom Mix —6 % T1a 5 % (JAI 95 %: —1,70 % Ta —0,78 %, n=103). [ToBTOpHE
BUMIPIOBaHHA yepe3 6 MiCALIB Micisl 3aKiHYeHHs JTIKYBaHHS y MIATPYI 31 3HIKEHUMHU 3HaYSHHSIMU
MIIKT moka3ano TEHACHIIIO 10 BIAHOBJICHHS (CepemHs BITHOCHA 3MiHA BiJ MOYAaTKOBHUX




NoKa3HMKIB: —2,3 % mpu 3akiHueHHi JikyBaHHS Ta —0,6 % uepe3 6 MicsAliB Mmicis 3aKiHYCHHS
JiKyBaHHS 3 AlanmazoHoM Mk —9 % ta 6 % (1 95 %: —1,20 % Ta 0,06 % (n=60)).

[TopytieHHs: MiHEepalbHOI MIITFHOCTI KICTKOBOI TKAHWHU Ma€ OCOOJHMBE 3HAUCHHS Yy MiTITKOBOMY
Billl Ta Y paHHIA MEpioJ CTAaTEeBOTO J03pIBaHHS, KPUTUYHUN TEPioJ poCTy KicToK. Hemimomo, um
3MEHIINTH MIKOBY KICTKOBY MacCy Ta IiJIBULIMTH PU3HK MEPEIOMY KICTOK Y JIITHBOMY Billl 3HUKESHHS
MILIKT y mii momyssiiii (auB. po3ain «ditn» Ta «@apmMakoioriddi BIaCTHBOCTI).

[Tepen moyaTkoM JIiKyBaHHS JIIKapIO CIIiJ 3BRKUTH IEpeBaru 3aCTOCYBAHHS AIEHOTECTY Ta MOXKJIMBI
PHU3UKHU 3aCTOCYBaHHS JJIsl KOKHOIO OKPEMOTo MiJIITKA, BPAXOBYIOUYM TaKOK HAasBHICTb CYyTTEBUX
(haKkTOpiB PU3HKY OCTEOTIOPO3Y.

AJleKBaTHE 3aCTOCYBaHHSA KaJbllilo Ta Bitaminy D mnpu gietmuHoMy XapuyBaHHI abo mpu
3aCTOCYBaHHI Xap4OBUX J100aBOK € BaXJIMBUM JJIs1 3/10POBOI0 CTaHy KICTKOBOI TKAHUHH Y )KIHOK yCIX
BIKOBHX KaTETOPii.

He cnocrepiranocs 3HmwkenHs MIIKT y mopocaux (auB. posnin  «PDapmakoguHaMivH1
BIIACTHBOCTI»).

VY Maui€eHToK, sIKi 3HaXOAATHCS y TPy HiJIBULIEHOTO PU3UKY PO3BUTKY OCTEOIIOpPO3Y, peTelibHa
OLIIHKA CITIBBITHOLICHHS PHU3UK/KOPUCTh TOBHHHA OyTH TpOBEJEHA 10 TOYATKy JIIKYBaHHS
npenapatoM JlaiiHena, OCKUIBKM piB€Hb €HJIOTEHHHUX ECTPOIrEHIB IOMIPHO 3HMXKY€ThCS Ha Tii
JIKyBaHHS JIEHOTECTOM (IUB. po3ait «DapMakoMHAMIKAY).

[Hu1i cTanu

3a cTaHOM MAIliEHTOK 3 JIENpPECi€l0 B aHaMHE31 CIiJ] PETEeNbHO CIOCTEpiraTH 1 MPUIHHHUTH
3aCTOCYBAHHs IpenapaTy Ipu PO3BUTKY BUPaKEHHUX MPOSIBIB enpecii.

JieHorecT 3a3BWYaii HE BIUIMBA€E Ha apTepialIbHUI THCK Y HOPMOTEH3MBHHX KiHOK. IIpote, sKIio
TpUBaJia KIIHIYHO BUpPaKE€HA TiMepTeH3iss BUHUKAe IIiJ] dYac 3acTOCyBaHHS IIpemapary,
pEKOMEHAYEThCS BiqMiHUTH ipenapat [laifHena Ta JiKyBaTH TiIepTeH3ito.

[Tpu peruanBi X0I€CTaTUYHOI XKOBTSIHHIIL Ta/ab0 cBepOeKy, 110 BUHUKAIH Y Mepio]] BariTHOCTI abo
MOTIEPETHHOTO 3aCTOCYBAHHS CTATEBMX TOPMOHIB, 3aCTOCYBAaHHS IpenapaTy CJIiJ| IPUITHHUTH.
JieHorect MoXxe MaTH HE3HAYHUW BIUIUB Ha MepUepuyHy 1HCYJIIHOPE3UCTEHTHICTh Ta
TOJICPAHTHICTH JI0 TIIOKO3U. JKiHKHM, XBOP1 Ha IyKPOBUil JiabeT, 0COOIMBO 3 recTalliiHIM I[yKPOBHM
niabeToM B aHaMHE31, MOBUHHI PETEIbHO 00CTEkKYBATUCS MTPOTATOM 3aCTOCYBaHHS JIEHOTECTY.
[HOII MOKE PO3BUBATHCS XJI0a3Ma, OCOOJIMBO Y JKIHOK 3 XJI0a3MOIO BariTHHX B aHamHe3i. JKiHKH,
CXWJIbHI 10 BHUHUKHEHHS XJI0a3MH, TOBHMHHI YHUKAaTH [ii OPSIMHUX COHSYHHUX IPOMEHIB abo
yibTpadi10JIeTOBOrO0 BUIPOMIHIOBAHHS y IepioJ] npuiiomy npenaparty Jlaiinena.

IMOBIpHICTh I03aMaTKOBOI BariTHOCTI y JKIHOK, SIKi BAKOPUCTOBYIOTh JIJIsl KOHTpALENIlii penapaTH,
110 MICTSITh TIJIBKU MPOTECTOTEH, € BUIIOI0, HIK Y KIHOK, 5K 3acTocoBYI0Th KOK. Tomy st xKiHOK
3 1103aMaTKOBOIO BariTHICTIO B aHaMHe31 a00 MopyleHHSIM (yHKIIT MaTKOBUX TPyO MUTaHHS MPO
BUKOPHUCTAHHS JIIEHOTECTY CJIiJ] BUPIIIYBAaTH TUIBKK IMICIS PETEIbHOI OLIHKU CIIBBIJIHOIIEHHS
KOPUCTH/PU3HK.

ITig yac 3acTocyBaHHS A1€HOTECTY MOKE€ BUHUKATH MEPCUCTEHIIS (OIIKYIIB (4acTO 3a3HAYAETHCS SIK
(byHKIL10HANBHI KICTU €YHUKIB). ButbnricTs nux ¢osikyiB € 6€3CHMITOMHUMHU, X0Ua JEsIKI MOXXYTh
CYNpPOBOJIKYBaTUCs O0JIEM y AUISHII Ta3a.

He BUKOpHCTOBYETHCS y repiaTpUuHil MPaKTHUILL.

JlakTo3a

OpnHa tabnerka npenapary JlaiiHena mictuth 60,93 Mr 1akTo3u MOHOTiApaTy. SIKIO y MaiieHTa
BCTAHOBJIEHO HEMEPEHOCUMICTh JIEIKUX IYKpIB, HEOOX1IHO MPOKOHCYJIBTYBATUCS 3 JIIKApEM, MepIll
HIK mpuiiMaTH Jikapchkuit 3aci6 aiinena.

3acmocysanus y nepiod sacimuocmi abo 200y8anHs 2pyooro.

Bazcimuicms. IcHylOTh OOMEXeHI MdaHi IOJ0 3aCTOCYBaHHsS JIEHOTECTY BariTHUM IKIHKaM.
JlocmikeHHsT Ha TBapWHAX HE BKA3ylOTh Ha TPSAMHUI a00 HETMPSMHUA PH3UKH PENpOIyKTHBHOT
TOKCHUYHOCTI (IUB. po3i1 «PapMakoIOTi4HI BIACTUBOCTI).

Jlikapcbkuit 3aci6 JlaiiHena He peKOMEHY€ThCsl 3aCTOCOBYBATH BariTHUM >KIHKaM, TOMY II0 HEMae
noTpeOH JIIKyBaTH €HI0METPi03 y Mepioj BariTHOCTI.



T'ooyeanns epyoor. JlikyBanHsa mnpenapatom [laiiHena y mepiof TOAyBaHHS TpYyIAI0O He
peKoMeHy€eThCsl. HeBimoMo, Un MpOHUKAE MIEHOTECT Y TPyJIHE MOJIOKO KiHKU. [laHi, oTpumaHi y
X0l JTOCTI/KEeHb HA TBapHHAX, BKAa3yIOTh HAa NMPOHMKHEHHS JI€HOTECTy y rpyaHe Monoko. Crin
NPUIHATH PIilIEHHS PO NPUIHMHEHHS TOAYBaHHS TPYIJII0 a00 MPHUIMHEHHS Teparii Ti€HOTeCTOM,
3Ba)KalO4M Ha KOPUCTh TOAYBaHHS IPYUIIO ISl TUTUHU 1 HEOOX1HICTH Tepartii s KIHKH.
@Depmunvnicms. Ha mincraBi HasgBHUX JaHUX MOKHA CTBEP/DKYBATH, IO MiJ Yac JIIKyBaHHS
JTIEHOTECTOM Yy OUIBIIOCTI TAIieHTOK 1HTIOyeThest oByisiiss. OmHak mpemapat [laiinena He €
MPOTU3AILIAHUM 3aCO00M.

SIkmo moTpiOHAa KOHTpAIemNIis, CIiJ OJaTKOBO 3aCTOCOBYBAaTH HETOPMOHAJIBHUH METON
3arnobiraHHs BariTHOCTI (IUB. po3aii «Croci0 3acTOCyBaHHS Ta 103U»).

Ha mincraBi HasiBHUX JaHMX MOKHA CTBEPIUKYBATH, IO MEHCTPYaJbHHMH LUKJI MOBEPTAETHCS 0
HOPMH IIPOTATOM 2 MiCSILIB MICJIA NPUMTUHEHHS JIIKYBaHHS J{IEHOT€CTOM.

30amuicms eniusamu Ha WEUOKICMb pearkyii npu KepysauHi a8MOMpPAHCHOPMOM ab0 IHUUMU
Mexarnizmamu.

He cnocrepirany BIUIMBY Ha 3[aTHICTh KEPyBaTH aBTOTPAHCIOPTOM Ta MPAILIOBATH 3 IHIIUMHU
MeXaHi3MaMH Y MaIi€HTOK, K1 TPUHMaIH MperapaTH, 110 MICTATb JI1€HOTECT.

Cnocio 3acmocysanna ma 0o3u.

Cnocib 3acmocysanns

J1s mepopalibHOTO 3aCTOCYBaHHS.

[o3yeanns

[Tpuitmatu mo 1 TabneTni moaHsa 6e3 mepepBy y 3aCTOCYBaHHI Mpenapary nIpuOIM3HO B OJUH 1 TOR
K€ Yac, 3alMBalOYd HEBEIHMKOI KUTBKICTIO piavHu. TabieTkn MOXXHa MpUAMaTH HE3aJIe)KHO BiJl
npuiiomy xi.

TabneTku cmii mpuiiMaTH PErylspHO, HE3aJeKHO BiJl MEHCTPyalbHOI KpoBoTedi. SIK TiIbKU
TaOJETKH 3 OJHIET YIIAKOBKU 3aKiHUMIIUCS, MOTPIOHO MOYMHATH MPUHAMATH TAOJIETKH 3 HACTYITHOI
YIaKOBKHU, HE poOJIsTUM MEepepBU y 3aCTOCYBaHHI JIIKAPCHKOTO 3ac00y.

[TpuiioM npenapaty MOKHA po3110YaTu y OyIb-KUI J€Hb MEHCTPYaIbHOIO LIUKITY.

3acTtocyBaHHs Oy/Ib-SIKUX TOPMOHAIBHUX KOHTPAIICNITUBIB CJI11 IPUITUHUTH MIepe]l MOYaTKOM Teparii
npenaparoM JlaitHema. SIkmo HeoOXiHa KOHTpAlemilis, CiIiJ JIOJAaTKOBO 3aCTOCOBYBATH
HErOpMOHAIBHUN METO/1 3a11001raHHs BariTHOCTI (HanmpuKiag 6ap’€pHUN METON).

IIponyck nputiomy nikapcbko2o 3acoby

V pasi npomycky npuiiomy TabneTku, OtoBaHHs Ta/abo miapei (ski BigOymucs y mexax 3—4 roauH
TICTIst IpUoMY TaOJIETKN) €PEKTUBHICTD JIEHOTECTY MOKE 3MEHIIUTHCS. Y pa3i MPOMycKy NpUuiomMy
oJiHi€T a00 KiJIbKOX TabaeTok 1 TabneTKy cimiJi MPUHHATH, SIK TUIBKH JKIHKA 3Trajia€ Mpo e, a HaCTyIHY
npuiiMaTy y 3BUYaiiHUM 4ac. TaOyieTky, 1o He BCMOKTajacs depe3 OiroBaHHsS a0o Jiapero, CIIij
aHaJIOTIYHO 3aMIHUTH Ha 1HIIY Ta0JIETKY.

Hooamkosa ingpopmayisa w000 3acmocyeanis 0cobIUBUM 2PYRAM NAYICHMIB

Hayienmu nimuvo20 6iKy

Hewmae BiamoBiiHUX MTOKa3aHb ISl 3ACTOCYBAHHS JIEHOTECTY MAIIEHTKAM III€T TPYIIH.

Ileyinkosa neoocmamuicmo

[IpenapaTt nmpoTuIOKa3aHUM Mall€eHTKaM 13 TSXKKUM 3aXBOPIOBAHHIM MEYIHKM HHUHI a00 B aHaAMHe31
(muB. po3nin «[IpoTunokazanus»).

Huprosa neoocmamuicmo

Hemae >xomHUX JaHMX, IO CBIiTYaTh MpO MOTPeOy B KOPEKIl J03H I MaLi€HTOK 3 HUPKOBOIO
HENOCTATHICTIO.

Jimu.

[Tpenapart /laitHena He MOKa3aHUM IS 3aCTOCYBAHHS JTSIM 10 HACTaHHS MEHapXe.

besneky Ta e(eKTHUBHICTH 3aCTOCYBaHHS [IEHOTECTY BHUBYAJIM Y XOA1 HEKOHTPOJIHOBAHOIO
JOCIIKeHHS TpuBalicTio 12 micsaiB y 111 manieHTok miutiTkoBoro Biky (12—<18 pokiB) 3 KJIiHIYHO
M1I03PIOBAHUM a00 TM1ATBEPKEHUM €HIOMETPi1030M (IUB. po3aimm «OcoOIMBOCTI 3aCTOCYBAHHS Ta
«®DapMaKoIOTivHi BIACTHBOCTI»).



EdexTuBHICTh Ai€eHOTeCTy Oyiia MPOJEMOHCTPOBAHA MPH JIIKyBaHHI €HJI0METPi03y, acOLiOBaHOTO 3
Ta3oBuUM OosieMm, y miamTKIB (12—18 pokiB) i3 3araJibHUM CHOPUATIUBHM TpodinemM Oe3meku Ta
MEPEHOCUMOCTI JTIKAPCHKOTO 3aC00y.

3acTocyBaHHs JIEHOTECTY Y MiUIITKIB MPOTATOM TEPiOay JIKYBaHHS 12 MICSIIIB acoIliroBaiocs 3i
3HIDKCHHAM CEpPeJHbOTO 3HAUEHHS MiHEpaJbHOI IIIbHOCTI KicTkoBoi Tkanmuu (MILKT) y
nonepexkoBomy Biaaial xpedra Ha 1,2 %. [licnsa npununenns nikyBanas MIIKT niasuiyBanacs
3HOBY Yy LIUX MAII€HTIB.

[TopymieHHss MiHEpaJIbHOI IIUIPHOCTI KICTKOBOT TKAaHMHU Ma€ OCOOJIMBO BaXKIMBE 3HAYCHHS Y
MIJUTITKOBOMY Billi Ta y paHHROMY IIE€piOJl CTATEBOTO J03pPiBaHHS, KPUTHYHOMY IEPIOi POCTY
KicToK. HeBijoMo, 41 3MEHIIUTH MIKOBY KICTKOBY Macy Ta MiJBUIINTH PU3UK MEPEIOMY KICTOK Y
aitHpoMy Bitli 3HMKeHHS MIKT y 1iid momyssimii.

Tomy JiKapro CIiJl 3BaXKUTHU MEPEBary 3aCTOCYBAHHS IIEHOTECTY Ta MOXKIIMBI PU3HUKH 3aCTOCYBaHHS
JUTSL KOYKHOTO OKpEeMOTo mijitiTka (AuB. po3aim «OcoOIMBOCTI 3aCTOCYBaHHsD», «DapMakoIMHAMIYHI
BIIACTHBOCTI»).

Ilepeoosysanns.

JlocmiKeHHs. TOCTPO1 TOKCHYHOCTI, IPOBE/CHI 3 JIEHOTECTOM, HE BKAa3yBaJll HAa PU3UK PO3BUTKY
TOCTPUX MOOIYHUX peakiill y pa3i HEHaBMUCHOTO MPUAOMY KUIBKOX JOOOBUX TEPAIEBTUYHUX J03.
Komnux crenugiyHMX aHTUIOTIB He icHye. 3acTtocyBaHHA 20—30 Mr nieHorecTy Ha A00y (L0 Y
10—15 paziB Bume, HiX g03a B Tabierui npenapary JlaiiHenma) ymponoBxk Oinbine 24 THXHIB
HEPEHOCHUIINCS JTyKe o0pe.

Hoo6iuni peakuii.

[ToGiuni peakuii onucaHo 3rigHo 3 MedDRA.

[To6iyHi peakiii HalyacTille pO3BUBAIOTHCS MPOTATOM MEPIIUX MICAIIB 3aCTOCYBAaHHS J1€HOTECTY 1
3HHMKAIOTh Y MPOIECi JIIKyBaHHSA. MOXYTh CIOCTEpIraTHUCS 3MiHM XapakTepy KpOBOTEY, TakKi SK
KpPOBOMa3aHHs, HEperyJIsipHi KpoBoTedi a00 aMeHopes.

[ToBimomistocst Ipo HKKUYE3a3HAYEHI MOOIUHI peakiii miJ yac JiKyBaHHS JieHorectom. [1oGiuni
SBHILIA, IIPO K1 HAWYACTIIIe MOBIIOMIISIIOCS i1 Yac JIIKyBaHHS JIEHOTECTOM, BKJIFOYAIOTh TOJIOBHUMA
ou1b (9,0 %), muckomdopT y MosouHuX 3an03ax (5,4 %), npurHidenuii Hactpii (5,1 %) 1 aKHeI(S,l
%).

KpiM Toro, nikyBaHHSI JIEHOI€CTOM BIUIMBA€ Ha XapaKTep MEHCTPyaJbHUX KPOBOTEY y OUIBLIOCTI
KIHOK. XapakTep MEHCTPYaJbHHX KpPOBOTE€UY OLIHIOBAJIM CHCTEMATUYHO 3 BHUKOPHUCTaHHSIM
IIOJICHHUKIB TAI[IEHTOK Ta aHalli3yBaju 13 3acTocyBaHHsIM MeTtony BO3 mpotsrom 90-neHHOro
3BiTHOTO nepiofy. [Iporsarom nepmux 90 AHIB Teparii AIEHOTECTOM CIIOCTEPIraiy Taki KpoBOTedi 3a
xapakrepom (n=290; 100 %): amenopes (1,7 %), Heuacti kpoBoTedi (27,2 %), 4acTi KpoBoTeUl
(13,4 %), neperymsipHi kpoBoteui (35,2 %), TpuBani kposotedi (38,3 %), HOpManbHa MEHCTpyaJlbHA
KpoBOTE€Ya, TOOTO Taka, 110 HE HAJIEXKUTH 710 KOJHOI 3 nmonepeaHix kareropiit (19,7 %). Ilpotsarom
YeTBEPTOro 3BITHOIO MEPIOAY CrocTepiraimcs Taki KpoBoTedi 3a xapaktepoM (n=149; 100 %):
amenopest (28,2 %), neuacti kpoBoteui (24,2 %), gacti kpoBoTedi (2,7 %), HEperyIsIpHI KpOBOTEYl
(21,5 %), TpuBani kposorteui (4,0 %), HOpMaIbHa MEHCTpyajbHa KpOBOTE€Ya, TOOTO Taka, 110 He
HAJIKUTh J10 JKOJHOI 3 nomnepeHix kareropiit (22,8 %). IIpo 3MiHM XapaKTepy MEHCTpyalbHHUX
KPOBOTEY JIMIIE 1HO/I MOBIIOMIISUIM SIK IPO MOOIYHI peakiii y NamieHTOK (IUB. TaOJIUII0 MOOIYHUX
peaxiiiit).

VY tabnuii 3a3Ha4eHo no0iuH1 peakiii BianosigHo 1o knacudikanii MedDRA (MedDRA SOCs), npo
SK1 TIOB1IOMJISLIIOCSI T11]1 Yac JIIKyBaHHS J1IEHOTECTOM, Ta IXHS 4acToTa.

VY Mexkax KOKHOI rpynH moOivHi e(eKTH 3a3HaueHO y MOPSAAKY 3MEHIIEHHS YaCTOTH: 4acTo (Bif

> 1/100 mo <1/10) 1 mHewacto (Big > 1/1000 mo <1/100). YactoTa BU3HaYeHa Ha MiACTaBl 00’ €THAHUX
JAHUX YOTUPHOX KITHIYHUX JOCHTIKEeHb 3 yuacTio 332 narientok (100 %).

[ToGiuni peakuii, ¢a3za I1I kiHIYHUX JocHiKeHb, N= 332
Cucremu oprasis Yacro Heuacto
(MedDRA)




3 OOKy cucTeMH KpOBi Ta
TiM(paTHIHOI CUCTEMU

a”HeMis

Mertabo:mi3Mm Ta
MOPYIIECHHS OOMiHY
pEYOBUH

IMABUILIEHHS MacH TijIa

3HUIKEHHS MacH Tija,
IT1IBMILEHUN alleTUT

[Tcuxiuni po3naau

MPUTHIYCHUH HACTPIH,
MOPYIICHHS CHY,
HEPBO3HICTh, 3HUKCHHS
7116110, 3MiHU HACTPOIO

3aHETIOKOEHHS, ICTPECis,
N1abUTBHICTh HACTPOO

3 G0OKy HEpBOBOI CUCTEMU

TOJIOBHUH O1J1b, MITPEHB

MOPYLIEHHSI BET€TaTUBHOI
peryJsiiii, mopyueHHs yBaru

3 00Ky oprasiB 30py

CyXiCTh OYeH

3 OOKy OprasiB CIIyXy Ta
BECTUOYJIIPHOTO armapary

J3BiH y ByXax

3 Ooky cepis

Hecrenu(iyHi MUPKYIATOPHI
pO3J1a/Id, MOCHIICHE CEPLEOUTTS

3 OOKy cyauH

apTepiajJbHa TIOTeH3Is

3 0OKy TUXalbHOI
CHCTEMH, OpTraHiB IPYAHOI
KJIITKH Ta CEPEIOCTIHHS

IUCITHOE

3 OOKy ITYHKOBO-
KHIIKOBOTO TPAKTY

HYyJ10Ta, O11b y JKHUBOTI,
METEOPHU3M, 3IYTTS KUBOTA,
OJIHOBaHHS

niapes, 3arnop, JUCKOMQOpT y
YepeBHii MOPOKHUHI, 3araJICHHS
[IUTYHKOBO-KHIIIKOBOT'O TPAKTY,
TIHTIBIT

3 OOKy LIKIpH Ta
I IIKIPHOT KIITKOBUHH

aKHe, aJoneris

CYXICTh HIIKipH, TIIEepriapos,
cBepOiXK, TipCyTHU3M, OHIXOKJIa3is,
Jyma, IePMaTHT, IOPYIICHHS
poCTy BOJIOCCS, peaKIIil
(bOTOUYTIAMBOCTI, 3MIHU
mrMedTarii

3 GOKy OIOPHO-PYXOBOL
CHUCTEMHU Ta CIIOIYYHOIL
TKaHUHU

O1Ib y CTIMHI

O1Ib Y KiCTKaX, M’30B1 CYJIOMH,
OUIb y KIHI[IBKAX, BIAYYTTA
TSDKKOCTI Y KiHIIIBKaX

3 00Ky HHUPOK Ta
CEUOBHJIIPHOT CUCTEMH

1H(]EKIIis CeYOBUBIIHUX IUISXIB

3 GOKy penpoayKTUBHOI
CHUCTEMHU Ta MOJIOYHUX
3a1103

JTUCKOM(DOPT Y MOJOYHUX
3aJ103aX, KicTa S€YHUKIB,
NPUIUTMBH, MaTKOBI/
BariHaJIbH1 KpOBOTEUl,

B T.4. KPOBOMa3aHHs

BariHaJIbHUN KaHIUI03, CYyXiCTh
BYJIbBH Ta MIXBH, BUJIIJICHHS 31
CTaTeBUX OPraHiB, OiIb Y AUISHII
MaJioro Ta3a, aTpopiuHui
BYJIbBOBAriHIT, 301bIIECHHS
MOJIOYHHX 3aJ103, KICTO3HO-
(b16po3Hi 3aXBOPIOBAHHS
MOJIOYHMX 3103, HarpyOaHHs
MOJIOYHHX 3aJI03

3aranpHi po3aau Ta
MICIIEBI peaKilii

aCTEHIYHI CTaHU,
JIPaTiBIUBICTh

HaOpsK

Takox crocrepiranucs Taki MOOIYHI peakiii: MepcucTeHIist (OJIKyJiB, MiJBUIICHHS aNeTUTY,
peaxiii rinepyyTiIHBOCTI.

IHmn cepifo3Hi MOOGiIYHI peakiii crocTepiraqucs IMiJ 4Yac 3aCTOCYBAaHHS CTEPOIJHMX CTaTEBHX
TOPMOHIB mporecToreHiB (aAuB. po3ail «OcoOIMBOCTI 3aCTOCYBaHHS»): BEHO3HI Ta apTrepialibHi
TpoMOOeMOOJiYHI ~ MOpPYLIEHHs, apTepiajibHa TinepTeH3is, I1HQapKT Miokapaa, IHCYJBT,
HOBOYTBOPEHHSI MOJIOUHHUX 3aJI03, MyXJIMHU MEUYiHKH, BIIYYTTSA AUCKOM(OPTY y CHUHI, Xj0a3Ma,



XOJIECTAaTUYHA JKOBTSHUIIS, OCTEONOPO3 (AMB. HUXKYE), 3MIHU TOJIEPAHTHOCTI JI0 TJIFOKO3HU a00 BIUIMB
Ha nepuGepuIHy 1HCYTIHOPE3UCTECHTHICTD.

3HIDKEHHS MiHEPaTbHOI NIITHHOCTI KiCTKOBOT TKAHWHH

VY X071 HEKOHTPOIBLOBAHOTO KJITHIYHOTO TOCHIKEHHS 3 y4acTio 111 marieHToK MiTITKOBOTO BIKY
(Bix 12 mo <18 pokiB), siKi OTpUMYBaJIX Teparito gieHorectoM, 103 manientkam BumiproBanu MIKT.
VY 6au3bko 72 % yuacHUKIB HoCiipKkeHHs criocTepiranocs 3HmkeHHss MIIKT nomepekoBoro Bimaimy
xpebta (L2-L4) micns 12 micsiB 3actocyBadHsl (TUB. po3ait «OCOOIMBOCTI 3aCTOCYBAHHS).
[ToBigOMIIEHHS PO Mi03PIOBaHi NOOIYHI peaKilii

[ToBimomiieHHS PO MOOIYHI peakiii micas peecTpallii JiKapChbKOTo 3aco0y Ma€e BaKJIMBE 3HAYCHHS.
Lle mae 3MOry MPOBOJUTH MOHITOPHHI CHIBBIJHOIIEHHS KOPUCTH/PU3HK MPHU 3aCTOCYBAHHI 1IHOTO
JiKapchKOro 3aco0y. Meauunum Ta (hapManeBTUYHHUM MpalliBHUKAaM, a TaKOX IMaIlieHTaM abo ix
3aKOHHHUM IPEICTAaBHUKAM CIIiJ] TOBIIOMIISATH PO YCi BUITAJKH ITiJ03PIOBAHUX MOOIYHUX PEaKIii Ta
B1JICYTHOCT1 €()€KTHBHOCTI JIIKAPCHKOTO 3aco0y uepe3 ABTOMATH30BaHy 1H(OpMaIliifHy CHCTEMY 3
dapmakoHarsy 3a mocwianuasMm: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 2 poxu.

YMoBu 30epiranns. 30epiraTi B OpuUTiHANBHINA YIIAKOBII TS 3aXUCTY BiJ CBIiTIA.
30epiratu y HeZJOCTYITHOMY ISl IITEH MicCIIi.

YnakoBka. [To 28 Tabnetok y 6micrepi, 1 OxicTep y nmauiii.

Kareropis Binmycky.
3a perenrtom.

Bupoouuk. IABOPATOPIOC JIEOH ®APMA C.A.

Micue3naxonxeHHs1 BAPOOHUKA TA ajpeca Miclsi POBA/KeHHsI HOro AislJIbHOCTI.
Kamne Jla Bamnina C/H, ITomirono Inmactpian HaBatemkepa, Bimnaksinamope, 24193, Icnanis.
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